C2 CK
Anti-unprocessed VWF antibody ('unprocessed-VWF') Labels VWF in the ER, Golgi and WPBs
Figure S1 Under steady-state conditions, VWF quanta (dark green rods) travel through the cis-Golgi (dark grey) to the continuous lumen of the TGN (light grey) and are packaged into WPBs, the size of which is determined by the number of packaged quanta. If VWF expression is lowered, then the probability of adjacent VWF quanta reaching the TGN at the same time is decreased, and more small WPBs are made. Under low GBF1 expression/activation, the number of recruited COPI-vesicles is decreased, resulting in a reduced rate of Golgi membrane retrieval and hence the rate of Golgi maturation and anterograde trafficking is also reduced. This results in a VWF exit from the ER being delayed, leading to an accumulation of unprocessed VWF (light green circles) in the ER. Since TGN progression and exit is also reduced, this leads to the accumulation of multiple VWF quanta at the TGN therefore increasing the probability of co-packaging into the same, extremely long WPB.
When GBF1 is activated, via AMPK signaling (via AICAR, 2DG or glucose starvation), anterograde traffic is increased resulting in increased VWF trafficking through the ER-Golgi and the formation of smaller WPBs. Figure S5 
